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Study Summary

-

M&B 46513: 90-Day. Toxicity Study in the Rat by Dietary
Admlnlstratlon - MRID # 43559501 ' ' ‘

‘Material Tested: M&B 46513 (97.5% a.i.)

M&B 46513 was administered in the diet to groups of ten male and
~ ten female CD rats at dosages of 0, 0.5, 3, 10 or 30 ppm {males: 0,
. 0.029, 0.177, 0.594 and 1.772 mg/kg/day, females. 0, 0.035, 0.210,
0 709, and 2.101 mg/kg/day, respectively) dally for 90 days._

There were four deaths in both sexes of the 30 ppm group durlng the
treatment period. There was an increased incidence of cllnical
- signs of neurotoxicity (aggressivity, 1rr1tabillty to touch,

increased motor activity and curling up on handling) in the 10 and

- 30 ppm group males and females. One male in the 3 ppm group was

also observed to dlsplay these signs. Mean body weights were
statlstlcally decreased in the 30 ppm group males and females and

the 10 ppm group males at multiple weekly measurements during the

study. Overall mean body weight gains for the 10 and 30 ppm group
males was decreased 15.4 "and 12.9, respectively. Mean weekly food
consumption and food conversion efficiency for the 30 ppm group
males and females were lower than the controls during the first two
weeks of the study only. There were no treatment-related changes in
hematology or urinalysis parameters. Alterations in “clinical
chemistry parameters were of no toxicological significance.

Treatment-related decreases were seen in T, at weeks 2 and 10 in the

30 ppm group males and in the 30 ppm group females at week 10.

- There was also a decrease in T; in the 30 ppm group males at week
10. However, there were no changes in the thyroid gland on

macroscopic or  microscopic  examination.  Therefore, the
toxicological significance of the hormone alterations is
: questlonahle. There were no treatment-related macroscoplc or
microscopic necropsy changea.

_The No Observed Effect_nevol’(uonnl was 3 ppm (0.177-and 0.210
ng/kg/day for males and females, respectively). The Lowest Observed
Effect Level (LOEL) was 10 ppm (0.594 and 0.709 mg/kg/day for males
and females, respectively) based on an increased incidence of
clinical signs of toxicity in both sexes and decreased body weight

and body weight gain in males. The study demonstrates that the

metabolite is more toxic than the pareant chenical (HB 46030) when
administercd to rats for 90 days.

Classlflcatlon: Acceptable
Toxicity Comparisons — Parent vs. Metabolite

In both the subchronic and acute studies, the dosage at which the
fipronil metabolite was toxic has been lower than for the parent .
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In a subchronic rat study with the parent, the LOEL was 30 ppm for
males (1.93 mg/kg/day) and females (2.28 mg/kg/day) based on
alterations in serum protein values and increased weight of the
liver and thyroid. The NOEL was 5 ppm for males (0.33 mg/kg/day)

and females (0.37 mg/kg/day). As described above, in the subchronic
study with the metabolite, the signs of toxicity (clinical signs of
toxicity and decreased body weight and body weight gain in males)

at the LOEL, 10 ppm (0.594 and 0.709 mg/kg/day for males and
females, respectively), were more severe than those observed at the
LOEL for the parent. The NOEL was 3 ppm (0.177 and 0.210 mg/kg/day

for males and females, respectively)

In the acute oral study (MRID # 42918628} with the parent
technical, the LDy, was 97 mg/kg for the combined sexes (Toxicity
Category II). For the metabolite technical, the LD;, was 16 mg/kg
for the combined sexes (Toxicity Category I).
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T ‘ DATA EVALUATION REPORT

STUDY TYPE: : . Subchronic Toxicity/Rats (82-1)
EPA.I.D. NUMBERS: P. C. CODE: 129121

‘ MRID NUMBER: 435595-01
TEST MATERIAL: M&B 46513 _

Synonym: Fipronil Metabolite
STUDY NUMBER: SA 93226
TESTING FACILITY: Rhone-Poulenc-Secteur Agro
- Sophia Antipolis Cedex
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TITLE OF REPORT: - M&B 46513' 90—Day Toxicity Study in the Rat by'
o Dietary Administration ,

AUTHOR(S) : - ‘M. Dange S ' .
REPORT ISSUED: June 17, 1994

EXECUTIVE SUMMARY: In thlS subchronic rat study (MRID # 435595-
01), M&B 46513 was administered in the diet to groups of ten male
and ten female CD rats at dosages.of 0, 0.5, 3, 10 or 30 ppm
(males: 0, 0.029, 0.177, 0.594 and 1.772 mg/kg/day, females: 0,
2.035, 0.210, 0.74Q9, and 2.101 mg/kg/day, respectlvely) daily for-
g0 days. - o ‘ - :

- There were four deaths in both sexes of the 30 ppm group during the
treatment period. There was an increased incidence of clinical
signs o©of neurotoxicity (aggressivity, irritability to touch,
_increased motor activity and curling up on handling) in the 10 and
30 ppm group males and females. One male in the 3 ppm group was
also observed to dlsplay these signs. Mean body weights were
statistica¥ly decreased in the 30 ppm group males and females and S
the 10 ppm group males at multiple weekly measurements during the .
study. Overall mean body weight galns for the 10 and 30 ppm group

- consumption and food conversion efficiency for the 30 ppm. group- T
males and females were lower than the controls during the first two -
_weeks of the study only. There were no treatment-related changes in. -
hematology or urinalysis parameters. Alterations. in. c¢linical 4
chemistry parameters were of mno toxlcoloqlcal sanlflcance.,
Treatment-related decreases were seen in T, at weeks 2 and 10 in the:
30 ppm group males and in the 30 ppm group females at week 10.

" There was also a decrease in T, in the 30 ppm group males at week
10. However, there were no  changes in the thyroid gland on
macroscopic or mlcroscoplc examlnatlon. - Therefore, the

,:.




toxicological significance of the hormone alterations is
questlonable. There were no treatment-related macroscopic or
mlcroscoplc necropsy changes.

The No Observed Effect Level (NOEL) was 3 ppm (0.177 and 0.210
. mg/kg/day for males and females, respectively). The Lowest Observed
~ Effect Level (LOEL) was 10 ppm for females (0.594 and 0.709
mg/kg/day for males and females, respectively) based on an
increased incidence of clinical signs of toxicity in both sexes and
decreased body weight and body weight gain in males. The study
demonstrates that the metabolite is more toxic than the parent
chamical (xn 46030) when adninistorod to rats for 90 days.

This study ‘is classified as ;_gc_ethglg and sutisf.ios the data
requlrements for a subchrom.c rat study (82-1).



I.  MATERIALS
A. Test Material

Name: M&B 46513

Synonym: Fipronil metabollte _ :

Chemical Name: S-amino-3-cyano-1-{2,6-dichloro-4-
trifluoromethylpnenyl)-4- trlfluoromethylpyrazole

Purity: 97.5% (99.7% on re-analy51s)

Batch Number: 10 DGM 22

Description: Cream-colored solid

Storage Conditions: In air-tight, llght.re51stant contalner'at
room temperature -

B. Administration: dietary
€. Test Animals

Species: Sprague-Dawley rats :
‘Source: Charles River France, St Aubin-les-Elbeuf, France
Age: approximately three to four weeks upon arrlval at testing
‘ facility
Weight: 259 to 296 g for males; 176 to 223 g for females at
start of exposure' :
Housing: Individually in stainless steel cages
Environmental Conditions: Temperature: 22 + 2°C’
" Relative humidity: 55% % 15%
Photoperiod: 12 hours llght/dark .
Air changes: 15 per hour
Food and Water: CQmplete rodent diet AO4C P1 and tap water ad
' libitum : :
Acclimation Perjod: 21 days

"II. METHODS
'A. Diet Preparation and Analysis

M&B 46513 was dissolved in acetone and sufficient amounts were
mixed into the basal diet to provide the required dietary:
concentrations. Acetone was also added to the control diets. The
test diets were prepared every three weeks and stored at
approxxmately ~-18% ¢ when not in use. , i

The lowest and highest concentrations were analyzed to verify that
the diets were homogeneous. The concentrations of the test material
‘were verified at each level following the first, third and last of
~the five dietary preparations. In a preliminary study (SA 93138),
the stability of the test substance was verified in 0.5 and 100 ppm
diets after a 52-day freezing period. Samples of the lowest and
highest concentrations were taken from the food pots at the end of
weeks 4, 8 and 12.



B. Dosage and-Administration

The animals were assigned to the follow1ng treatment groups u51ng
. an "automatic -procedure". .

, Dietary Number of Animals
Group Treatment ~ Concentration Males - Females
(ppm) '
1 Control o .10 10
2 M&B 46513 0.5 . 1w 10
-3 - M&B 46513 .. - 3 : 190 10
-4 M&B 46513 10 - 10 10 -

5 M&B 46513 - 30 - 10 10

The diets wére administered <continuously for at least 90 days.
c. Experlmental De51gn

The study protocol required the following observatxons and

examinations at the indicated times or frequenc1es,

phy51cal examinations - detailed weekly examinations

moribundity, mortality and clinical signs of tox1czty - checked

twice daily; recorded once daily

body weights - once during acclimatization perlod on flrst day of
" dosing and then weekly throughout the treatment period .

food consumption - weekly intervals ‘during the treatment period .

food conversion - calculated at weekly intervals

ophthalmoscopic examinations - all animals. before treatment; groups  , '

1 and 5 after 12 weeks of treatment-
‘hematology and clinical chemistry - on day 85, 86 or. 87
thyroid hormone assays - durihg weeks 2 and 10
urinalysis - on day 91, 92, 93 or 94 :
- gross necropsy - all anlmals :
organ weights - designated organs from all animals
histopathology - designated organs and tlssues from all animals

D. Pathologlcal Parameters

For hematology and cllnlcal chemlstry evaluatlons, blood was drawn

from the retro-orb}tal sinus under ether anesthesia after an
overnight fast. The CHECKED " (X) hematology parameters were-

examined.

5
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X Hematocrit (HCT)* . __Total plasma protein (TP)
X Hemoglobin (HGB)* X Leukocyte differential count
- ¥ _Leukocyte vount {WBC)* X Mean corpuscular HGB (MCH)
X_Erythrocyte count (RBC)* X Mean corpuscular HGB conc. (MCHC)
X Platelet count* X Mean corpuscular volume (MCV)

X Prothrombin Time = _ Reticulocyte count
* EPA guideline reguirement |

The CHECKED (X} clinical chemistry evaluations were done.

Electrolytes: Other:
X Calcium* : o X Albumin*
X_Chloride* ' X Blood creatinine*
__Magnesium* . : X _Blood urea nltrogen*
X _Phosphorus* X _Cheolesterol*
X Potassium* - __Globulins
X Sodium# I ' X_Glucosex

) X Total ‘Bilirubin#*
Enzymes._ - X _Total Protein*
X Alkaline phosphatase X _Triglycerides

_Cholinesterase ' X Proteln electrophoresis
X_Creatine phosphokinasex :
__Lactic acid dehydrogenase
X Serum alanine aminotransferase (also SGPT)*
X Serum aspartate aminotransferase (alsc SGOT)*

* EPA guideline requirement

The CHECKED (X),uriﬁalysis parameters were measured.

_._Appearance* T . X_Glucose*

X _Volume#* _ _ B X Ketones*

X Specific gravlty* . X Bilirubin*
"X pH X _Blood*

X Sediment (mlcroscoplc)* : _ Nitrite

X Protein* . . __Total reducing substances
z_Uroblllnogen - ' :

* EPA guideline requirement

At the end. of the treatment period (day 91, 92, 93 or 94), the
animals were exsanguinated under deep anesthesia. An approximately

equal number of animals were sacrificed each day. All animals found
dead or euthanized in a moribund condition were also necropsied.
.The following CHECKED (X) tissues were preserved the (XX) organ(s)
in addition were welghed.

it bR K et L 1L



Digeet*ve Systgm
X _Tongue T
X salivary glands*
X Escphagus*

Cardjovasc. /Hemat. System
X Aorta*

XXHeart>

X_Bone marrow*

Neurologic Svestem

XXBrain* )
X Periph. nerve*.
X Spinal cord

X stomach X Lymph nodes* XXPituitary*
X_Duocdenum* XXSpleen* X Eyes (Optic n.)*
X _Jejunum* XXThymus* Glandular '
X Ileum* Urogenital System XXAdrenals*

X Cecum* XXKidneys* " X Lacrimal gland

X _Colon=* X Urinary bladder* X _Mammary gland®

£ Raectum* XXTestes* : XXParathyroids*
ZXLiver* XXEpididymides XXThyroide*

-.Gall bladder* XXProstate/urethra other

X Panicreas* X_Seminal vesicle X _Beone+* ‘

Re ato System XXOvaries ‘X _Skeletal muscle*
X Trachea* XXUterus* x X _Skin

X Lung* X _Vagina All gross lesions

and masses

In addltlon, femoral bone marrow smears were taken, flxed.and
stained .but not examined because no 51gnif1cant hematology changes
were found. _ ,

Hlstological examlnations ﬁere done on the follow1ng° 1) preserved
tissues listed above from all rats in Groups 1 and 5; 2) the liver,
lung and kidney of all anlmals. :

. E. ' Statistical Analyses

A descrlptlon of the statlstlcal methods from the study report 1s'
attached. S :

F. Compliance

'Slgned statements of Quallty Assurance and compliance with Good
Laboratory Practice regulations were submitted by - the testing
facility. The sponsor submitted a statement claiming no data
.confidentiality. A signed "Flagging Statements™ indicates that the
study neither meets nor exceeds the criteria of 40 CFR 158.34.
However, the study does raise concern about the toxzcxty of thls
metabolite as compared to the parent chemlcal.

_IIT. RESULTS
. A. Achieved Dosaqes o

The following actual mean dosages were received during the course
of treatment (extracted from Table 6, Page 65 of the study report).
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Dosage Levels (ppm)
Males Females )
0.5 3.0 10.0 30.0 0.5 3.0 10.0 | :
Mean Achieved 0.029 | 0.177 | 0.554 1.772 0.035 0.210 0.769 2
Dosage : R 1
{mg/kg/day)

B. Diet Analyses

According to the Analytical Report for homogeneity, concentra
and stability in Appendix N° (page 366) of the study rer
essentjially all analyses were within acceptable ranges. :

C.  Mortality

"There were four deaths in the 30 ppm groups during the treat
periocd. One male was sacrificed moribund on Day 45 and t
females were found dead on Days 11, 13 and 64. See Gross Necr
for a dlscu551on of the cause of death. ‘ ,

D. cllnlcal'SLgns

"At 10 and 30 ppm; the most frequently observed treatment—ral
clinical signs of toxicity were aggressivity, irritabilit
touch, increased motor. act1v1ty and animals curled up at handi
The incidence of these signs was highest between weeks 3 and 5.
male in the 3 ppm group was cbserved to be aggressive, irritab]l
- tauch and to vocalize excessively between Days 41 and 84.
incidence of these signs is presented in Table 1.



Table 1
--_ Clinical Signs of Toxicity in Rats
. Treated with MB 46513 in the Diet for 90 Days®

Dossge Levels (ppm)
Males I[ Females
o Jos a0 100 | 300 0 0.5 30 10.0 30.0
Icreascd metor | 0 0 lo 0 1 0 0 o 1
activity 1 ' :
| Asgecssiviey - 0 0 1 N 4 0 0 0 0
Exceasive 0. 0 it 2 lao - o 0 0 1o
vocalization :
Curtsup st 0 }o 0 0. 5 0 o o - 0
b ] b
Trritability to 0 o 1 ls |6 - 0 0. 0 5
wouch - e N o
® Tom 1ablc 1 (pages 4143} of the sudy repor. ™

E. ' Body Weight and Body Weight Gain

Mean body weights were statistically decreased in the 30 ppm group

males and females and the 10 ppm group males at multiple weekly
measurements during the study. Mean body weight gain (reported as

a weekly difference, rather than cumulative) was occasionally -
decreased in the 30 ppm group . males and females and 10 ppm group S
males. Table 2 summarizes body weight and body welght galn at
selected times during the study.
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Table 2
~ Body Weight and Body Weight Gain (G)
in—Rats Treated with M&B 46513 for 90 Days*

Deosage Levels (ppm)
J_— Males _ . _ Females

0 | os 3.0 10.0 30.0 0 05 3.0 100 | 300
Body Weight
Day 1 ' 7743 ma7 | 2754 | 2165 752 | s | 2001 | 2020 | 1980 | 1990
Day 8 336 | 1377 | 3ms | s 294.2% 2263 | 2255 | 2266 | 2190 | 20110
% control value . 11012 | %98 98.2 82 - {96 | 1001|968 |89
Day 90 | 5986 6062 | 5793 | 5510 5577 | sisa | 3179 | 375 | soss | 3067
% control value w013 | %8s 92.0 93.2 ' o § s L oas | os

Body weight gain .

Days 1-8 393 -63.0 57.5 51.0 ' 19.0 239 234 4.6 210 | 21

% control value - 106 97.0 $6.0 32.0 - 979 | 1029 | 379 | 33
. Days 190 " 324.3 331.5 303.-9 2&4.5 2925 no | uss | 255 | 1es | w7

% control value - 102.2 437 Me 87.1 - 1040 131 9.6 9.0

8 Extracted fromn 1abie 2 (pages 45-49) Of the study repott.

** Significantly different from coatrol (p=0.01}, using Dunnett’s test or Mann-Whitney’s test

F.. Food Consumption and Foaod Conversion Ratio

Mean weekly food consumption and food conversion efficiency for the
30 ppm_group males and females were lower than the controls during
the first two weeks of the study only. Table 3 summarizes food
consumption at selected times during the study. : :
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) Table 3
Mean Food Consumption and Food Conver51on
Eff1c1ency in Rats Treated w1th M&B 46513 for 90 Days

Dosage Levels (mg/kg/day)

Mean Food Consumption (g/rat/day) : i
i .

Days .2'3.5 288 28.5 278 | 205%= | 202 0.4 .20.7 195 | 14.0%

% of control value - 101.1 106 .97l.5: 7.9 - -1 100 -] 025 %5 | 69.3 “
l Days0’ { 259 256 55 |2 | a3 16.6 173 | 166 159 § 165

% of control valve | - 988 ) 985l 9iz | v - 104.2 100 953 | 994

(g food consumed/g gain in body weight}

Mean Food Conversion Efficiency

Day 8 79.55 2888

3.1t 4.6 | 1377

Day 84" 8.16 8.63 936 | 986 | 919 3.40 3.96 0.45 38 1 ° J h
a Extracted Trom Tablcs 4 {pages 55-51) and 3 (page 63) of the sidy report.
b Body weight stasis or loss made food conversion ncalculable at Day 90.

¢ Body weight stasis or loss made food conversion incalcutable.

** Siguificantly different from controd (p=0.01}, using Dunnett’s icst or Mann-Whitney's test

.E. Ophthalmoscopic Examinations
There were no.treatmentérelated lesions.
F.  Clinical Pathology |
Hématpldgz |

There were no statistically significant differences between the
treated and control animals for any of the hematology parameters.

Clinical C  istr

Changes in the 30 ppm group females which were attributable to
treatment included lower total bilirubin (-43%, p<0.01), total
cholesterol (-24%, p<0.05) and triglyceride levels (-25%, p<0.05).
All the values were within the historical control range for rats of
this age and strain. These changes were not accompanied by any
alterations at necropsy and therefore, were considered to be of no
toxicological significance. :

T
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Thyroid Hormone-lLevels

A separate report on the thyroid hormone assays is included in
Appendix M (page 357) of the study report. The data are presented
as individual and mean values, as well as percentage change from
control mean values. Statistical analyses were done on the
percentage change data. The study report states that treatment-
related decreases were seen in T, at weeks 2 and 10 in the 30 ppm
group males and in the 30 ppm group females at week 10. There was
also a decrease in T; in the 30 ppm group males at week 10. The
report states that all the values were minimal in magnitude and
within the normal range for rats of this age and strain. In
addition, there were no consistent macroscopic or microscopic
changes in the thyroid glands at necropsy.. (On gross examination,
two males in‘'the 30 ppm group had enlarged thyroids vs. 1 in the
control group.) The mean levels for these hormones is presented in
Table 4. ‘ :

Table 4 ‘ :
Mean Thyroid Hormone Levels in Rats ‘
Treated with MB 46513 in the Diet for 90 Days*

2 Extracted from Lable I (Appendix M, page 301-362) of the study report.

Urinalysis '
There were no treatment-related chéngest
G. Necropsy Findings

' Gross Necropsy

'There were no treatment-related changes on post-mortem macroscopic

examination. Examination of the 30 ppm group animals which died or

s = == e e — !
Dosage Levels (ppm) ‘ ]
" — |
0 0.5 3.0 10.0 300 0 0.5 3.0 10.0 30.0 ’
TSH (ng/ml)
Week 2. | 53t 5.60 5.19 5.56 5.53 3.56 3.62 35 | 350 3.57
Week 10 | 4.96 497 5.01 64 501 4.13 376 . | 345 | 387 - 4.00
Ty (amol/h) ) '
Wek2 | 153 153 | 148 “l.49 151 1.53 19 |res | 1s 139
wex1o | 162 | um . 1.66 1.62 T IV 11 1.53 L4 1.50 1.53
T, (omol/D B '
wek2 | 7213 | 621 | s636 s9.57- | 37.56 44.59 4834 53.18 5001 . | 5120 :
week 10 | 5057 | 49,68 46.36 50.39 17.83 5898 9 |56 feon | ae J

A i

- 2 4l ""_‘ . - . ‘.
e e s A AR M S i A v L et ae e Al
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were euthanized.in a moribund condition during the study revealed
changes which were thought to result from stress. All animals had
enlarged adrenals. Necrotic areas were observed on the liver of two
females. Focal gastric ulceratlons/er051ons were seen in one male
and one female.

.0rgan Weights

There was a statistically significant increase in the relative
welght of the brain in the 10 ppm (+9%, p<0.05) and 30 ppm (+12%,
p<0.05) group male rats. In addition, the relative weights of the
liver and the heart were increased in the 10 ppm group females and
3 ppm group males, respectively. None of these changes were
con51dered to be tox1colog1cally 51gn1f1cant.

[N

Histopathology

The'findings on histopatholoéy were those common to animals of this
strain and age. There were no consistent thyroid changes to account
for the alterations in the thyr01d hormones in some of the treated
animals.

H. Conclusion from Study Report

The study report concluded that the No Observed Effect Level (NOEL)

was 0.5 ppm for males and 3 ppm for females. The toxicological

effects noted were: increase in clinical signs in the 10 and 30 ppm

groups; decreased body weight in the 10 and 30 ppm groups; and

decreased food consumption in the 30 ppm group. It is unclear why .
a lower NOEL was selected for males when no effects were cited for

the 3 ppm group males. It is _likely to be based on the clinical

signs of toxicity (aggressivity, irritable to touch, excessive

Vocallzatlon) observed in one male 1n the 3 ppm group.

Iv. DISCUSSION

Ten male -and ten female Sprague—Dawley rats per group were
administered M&B 46513 in the diet at dosages of O, 0.5, 3, 10 or
30 ppm (males: 0, 0.029, 0.177, 0.594 and 1.772 mg/kg/day; females:
0, 0.035,'0.210, 0.709, and 2.101 mg/kg/day, respectively) daily
" for 90 days. : '

There were four deaths in the 30 ppm groups during the treatment
. period. One male was sacrificed moribund on Day 45 and three.
females were found dead on Days 11, 13 and 64. ‘Necropsy examination
revealed changes which were attrlbutable to stress. At 10 and 30
ppm, the most freguently observed treatment-related clinical signs
of toxicity were aggressivity, irritability to touch, increased
motor activity and curling up on handling. The 1ncxdence of these
signs was highest between weeks 3 ‘and 5. One male in the 3 ppm
group was observed to be aggressive, irritable to touch and to
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vocalize excessively between Days 41 and 84.

Mean body welqhts were statistically decreased in the 30 ppm group

males and females and the 10 ppm group males at multiple weekly.

measurements . during the study. Mean body weight gain was
occasionally decreased in the 30 ppm group males and females and 10
ppm group males. Overall mean body weight gain for males and
females in the 30 ppm ‘group was decreased 12.9 and 3.0%,
respectively. Weight gain for the 10 ppm males was decreased by
15.4%. Mean weekly food consumption and food conversion efficiency
for the 30 ppm group males and females were lower than the controls
during the first two weeks of the study only.

Clinical chemistry changes in the. 30 ppm group females which were
attributable to treatment included lower total bilirubin (-43%,

. p<0.01), total cholesterocl (-24%, p<0.05) and triglyceride levels

(-25%, p<0.05). All the values were within the historical control
- range for rats of this age and strain. In addition, these changes
were not accompanied by any alterations at necropsy and were
therefore con51dered to be of no tox1cologica1 significance.

Treatment-related decreases were seen in t¢at.weeks 2 and 10 in the
30 ppm group males and in the 30 ppm group females at. week 10.
There was also a decrease in T; in the 30 ppm group males at week
10. However, there were no changes in the thyroid gland on
macroscopic = or microscopic . examination. Therefore,  the
toxicological significance of the hormone alterations . is
questionahle. ' ' ' :

There were no organ weight changes or findlngs on- necropsy which

were con51dered to be of toxicological slgnlflcance.

i

In a subchronlc rat study w1th the parent fipronil, the NOEL was 5
ppm for males (0.33 mg/kg/day) and females (0.37 mg/kg/day). The '

Lowest Effect Level (LOEL) was 30 ppm for males (1.93 mg/kg/day)

and females  (2.28 mg/kg/day) based on alterations 1n.serum.prote1n 3

values and,increased welght of the liver and thyroid.
V. concnusxons

The No Observed Effecﬁ Level (NOEL) was 3 ppm (0.177 and 0.210
mg/kg/day for males and females, respectively). The Lowest Ohserved

" -Effect Level (ILOEL) was 10 ppm for females (0.594 and 0.709.
mg/kg/day for males and females,‘ respectively) based. on an

increased incidence of clinical signs of tox1city in both sexes and
decreased body weight and body welght gain in males. The study
demonstrates that the metabolite is more toxic than the parent
chem1ca1 (MB 46030} when admlnzstered to rats- for 90 days. _
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Page is not included in this copy.

Pages \S\ through ﬁ;;; are not included in this copy.

The material not included contains the following type of
information:

Identity of product inert ingredients.
Identity of product impurities.
Description of the product manufacturing process.
Description of quality control procedures.
Identity of the source of product ingredients.
Sales or other commercial/financial information.
A draft product label.
The product confidential statement of formula.

Z Information about a pending registration action.
FIFRA registration data.
The document is a duplicate of page(s)

— The document is not responsive to the request.
Internal deliberative information.
Attorney-Client work product.

Claimed Confidential by submitter upon submission to the

Agency.

The information not included is generally considered confidential
by product registrants. If you have any questions, please
contact the individual who brepared the response to your request.






